Exercise and Fibrinolysis-Cash and Woodfield BsRfm 661 during the preparation of the 12-month follow-up programme we observed defirite ischaemic changes in the post-exercise electrocardiogram in one of our poor responders-changes which were not present 12 months before. However, one of our original good responders (68%) died after a posterior myocardial infarction in the 12-month interval. Necropsy showed widespread coronary artery atheroma, and on microscopical examination of the thrombus in the right coronary artery it was found that this was probably secondary to haemorrhage into an atheromatous plaque.
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Summary
The resting levels of circulating plasminogen activator, as measured by the euglobulin lysis time, and changes following a standard exercise procedure were studied in 25 male and 25 female healthy middle-aged subjects. There was a significantly higher level in the female group. Comparison with previous results obtained from 50 young healthy subjects aged 18-30 years showed no statistically significant difference between the two age groups. There was evidence to indicate that cigarette smoking may have a deleterious effect on the resting level of circulating plasminogen activator.
The phenomenon of the poor fibrinolytic responder to exercise, previously described in the young subjects, was also shown in the middle-aged population. The middle-aged females had a significantly higher response than the middle-aged males, but there was no significant difference between the total young and middle-aged populations. Cigarette smoking had no influence on the fibrinolytic response to exercise.
A 12-month follow-up study on 18 middle-aged subjects confirmed the phenomenon of a poor fibrinolytic response to exercise.
We wish to thank our enthusiastic group of blood donors; Dr. R. A. Cumming, Director of the South- Seddon (personal communication, 1965) submitted a report to the Research Committee of the New Zealand Council, College of General Practitioners, describing eight cases, in children, of a new clinical illness which has come to be known as hand-foot-and-mouth disease (Alsop et at., 1960) . The outbreak occurred in the Mangakino district of the North Island of New Zealand. No virological studies could be done at the time. This original report was later published when the college began issuing a research newsletter (Seddon, 1961) . There is evidence, however, that the disease may have been observed many years before this but confused with and taken for the bovine foot-and-mouth disease (Flaum, 1939 (Alsop et al., 1960; Magoffin et al., 1961; Stewart, 1961; Flewett et al., 1963) . The strain most commonly isolated was Coxsackie A16 (Alsop et at., 1960; Magoffin et al., 1961) but Coxsackie A5 was also isolated (Flewett et al., 1963) , the viruses propagating in suckling mice only. Recovery of the latter from one specimen of vesicle fluid added stronger evidence that the disease was of viral origin (Flewett et al., 1963) .
In May 1961 the disease was again reported in New Zealand, when 40 cases, mostly children, were seen (Anyon, 1961) . Interest was stimulated in this new and interesting syndrome, and throughout 1963 and up until January 1964 numerous outbreaks were reported throughout England and Scotland (Abrahams, 1963; Crow et al., 1963; Fletcher, 1963 ; Lipp, 1963 ; Meadow, 1963; Palmer et al., 1963 ; Tattersall, 1963; Clarke et al., 1964 ; Erskine and Griffith, 1964; Trowell, 1964) . From the limited number of isolations attempted Coxsackie A16 once again appeared to be the strain most prevalent (Higgins et al., 1965) , but some Coxsackie A10 strains were also isolated (Clarke et al., 1964) . The viruses propagated in suckling mice only.
Outbreaks of the disease also occurred in the U.S.A. in the summer and fall of 1963 (Richardson and Leibovitz, 1965; Cherry and Jahn, 1966) . Both articles report the isolation of Hand-foot-and-mouth Disease-Dug Coxsackie A16 strains from vesicular fluid, adding yet more evidence of the viral aetiology of hand-food-and-mouth disease. These strains were easily isolated in tissue cultures.
The disease was again reported in New Zealand in June 1963, the patient being a boy aged 19 months (Seddon, 1963) . A virus was isolated from a faecal specimen when inoculated into suckling mice. The isolate produced myositis and death in the suckling mice. This represented the first virus isolation from the syndrome in New Zealand (Seddon, 1963) . In May 1965 a small epidemic occurred in Wellington, in the Wainuiomata district, and specimens were examined for virus content. Strains of Coxsackie A10 virus were isolated, representing the first serological identification of a Coxsackie virus associated with hand-foot-and-mouth disease in that country. The detailed results of this investigation are reported in the present paper. A summary of them in part has been published in another communication (Anyon et al., 1967) .
The first New Zealand "isolate" was then re-investigated and identified as Coxsackie A10 (J. H. Seddon, personal communication, 1965) .
In 1966 there were outbreaks of the disease in five schools in Cardiff suburbs (Waddington and Evans, 1966) . About 800 children and adults were affected. Coxsackie A16 was isolated.
Physicians agree on the clinical manifestations of this syndrome, there being only minor variations. Those who have seen most cases agree that there are two clinically distinct subgroups (Meadow, 1965 ; Waddington and Evans, 1966) : either as the generalized form where the lesions occur on the hands, feet, mouth, buttocks, and possibly limbs, or the alternative form where the lesions are confined to the mouth. Gohd and Faigel (1966) This human disease is sometimes confused with the foot-andmouth disease of cattle. The situation has probably arisen because of similarity between the clinical manifestations of the two diseases. It is true that the virus(es) responsible for the disease of bovines is sufficiently similar to the group of human viruses (Coxsackie viruses) to be included with them in the Picornavirus group (small R.N.A. viruses), but there are also marked differences (Andrewes, 1964) . The virus(es) of bovine foot-and-mouth disease has only rarely been transmitted to man (Flaum, 1939) . In such cases it was possible to passage the virus back into bovines and guinea-pigs. Considering the large numbers of humans who have been in close contact with the bovine virus during large-scale epizootics, the incidence of contact infection is extremely small. In contrast the Coxsackie A strains, particularly Coxsackie A16, causing hand-foot-andmouth disease in humans are highly communicable and sera from virus positive cases do not contain antibodies which neutralize the bovine virus(es) (Alsop et al., 1960 (Alsop et al., 1960; Magoffin et al., 1961) , likewise the Coxsackie A5 strains (Flewett et al., 1963 Gamble (1962) found that the percentage of carriers of enteroviruses in children aged 0-5 years was lowest in the first year of life and highest in the second and third years.
One would regard older people with no serum antibodies as likely candidates for infection from these viruses, and often the infection is more severe in such people. A case of handfoot-and-mouth disease in an 84-year-old woman has recently been described (Waddington and Evans, 1966 Various aspects of the epidemiology of, and immunological response to, the Coxsackie A10 virus are discussed, and compared with the properties of Coxsackie A5 and A16 virus strains, which also cause hand-foot-and-mouth disease syndrome.
